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CLAIMS 

L A quinazoline derivative of the Formula I 




I 



5 Wherein Z is an O, S, SO, SO2, N(R^) or C(R\ group wherein each group, which may be 
the same or different, is hydrogen or (l-8C)alkyl; 
mis 0, 1,2 or 3; 

each group, which may be the same or different, is selected firom halogeno, 
trifluoromethyl, cyano, isocyano, nitro, hydroxy, mercapto, amino, formyl, carboxy, 

10 carbamoyl, (l-8C)aIkyl, (2-8C)alkenyl, (2-8C)alkynyl, (l-6C)alkoxy. (2-6C)a]kenyloxy, 
(2-6C)alkynyloxy, (l-6C)alkylthio, (l-6C)aIkylsulphinyl, (l-6C)alkylsulphonyl, 
(l-6C)alkylamino, di-[(l-6C)alkyl]amino, (l-6C)alkoxycarbonyI, N-(l-6C)alkylcaibamoyl, 
N,£J-di-[(l-6C)alkyl]carbacaoyl, (2-6C)alkanoyl, (2-6C)alkanoyloxy, (2-6C)alkanoylamino, 
H-(l-6C)alkyl-(2-6C)allcanoylamino, (3-6C)alkenoylamino, N-(l-6C)alkyl- 

15 (3-6C)alkenoylamino, (3-6C)alkynoylamino, N-(l-6QaIkyl-(3-6C)alkynoylamino, 

N-(l-6C)alkylsulphamoyl,liN-di-[(l-6C)aIkyl]sulphamoyl, (l-6C)alkanesulphonylamino and 
N-(l-6C)alkyl-(l-6C)alkanesulphonylamino, or from a group of the formula : 

wherein X* is a direct bond or is selected from O, S, SO, SO2, N(R*), CO, CH(OR'^, 
20 CON(R^, N(R*)CO. SOaNCR^. N(R*)S02, OC(R'^2. SC(R*)2 and N(R'*)C(R*)2. wherein R'^ is 
hydrogen or (l-8C)al3cyl. and Q* is aryl, aryl-(l-6C)alkyl, (3-7C)cycloalkyl, (3-7C)cycloalkyl- 
(l-6C)aUcyl. (3-7C)cycloalkenyl, (3-7C)cycloalkenyl-(l-6C)alkyl, heteroaryl, heteroaryl- 
(l-6C)alkyl, heterocyclyl or heterocyclyl-(l-6C)alkyl, or (R')mis (l-3C)alkylenedioxy, 

and wherein adjacent carbon atoms in any (2-6C)alkyIene chain within a R' substituent 
25 are optionally separated by the insertion into the chain of a group selected from O, S, SO, SO2, 
N(R^). CO. CH(0R'). C0N(R'), N(R')C0. SOaNCR^), N(R')S02, CH=CH and CsC wherem 
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is hydrogen or (l-8C)alkyl or, when the inserted group is N(R^), may also be 
(2-6C)alkanoyl, 

and wherein any CH2=CH- or HOC- group within a R^ substituent optionally beais at 
the terminal CH2= or HCs position a substituent selected from halogeno, carboxy, carbamoyl, 
5 (l-6C)alkoxycarbonyl, N-(l-6C)alkylcarbamoyl, N^-di-[(l-6C)aIlq^l]carbamoyl, 

amino-(l-6C)alkyl, (l-6C)alkylamino-(l-6C)alkyl and di-.[(l-6C)alkyl]amino-(l-6C)alkyl or 
from a group of the formula : 

wherein is a direct bond or is selected from CO and N(R^CO, wherein R^ is hydrogen or 
10 (1.8C)alkyl, and is aryl, aryl-(l-6C)alkyl, heteroaryl, heteroaryHl-6C)alkyl, heterocyclyl 
or heterocyclyl-(l -6C)al]q^l, 

and wherein any CH2 or CH3 group within a R* substituent optionally bears on each 
said CH2 or CH3 group one or more halogeno or (l-8C)alkyl substituents or a substituent 
selected from hydroxy, cyano, amino, carboxy, carbamoyl, 0x0, tWoxo, (l--6C)alkoxy, 
15 (l-6C)alkylthio, (l-6C)alkylsulphinyI, (l-6C)aIkylsulphonyl, (l-6C)alkylamino, 
di-[(l-6C)alkyl]amino, (l-6C)alkoxycarbonyl, N-(l-6C)aIkylcarbamoyl, 
NJJ-di-[(l-6C)alkyl]carbamoyl, (2-6C)alkanoyl, (2-6C)alkanoyloxy, (2-6C)allcanoylamino, 
N-(l-6C)alkyl-(2-6C)alkanoylamino, N-(l-6C)a]kylsulphamoyl, 
N,N-di-[(l-6C)alkyl]sulphamoyl, (l-6C)alkanesulphonylamino and N-(l-6C)alkyl- 
20 (l-6C)alkanesulphonylamino, or from a group of the formula : 

-X^-Q^ 

wherein X^ is a direct bond or is selected from O, S, SO, SO2, N(R\ CO, CH(0R''), 
CON(R^), N(R^)CO, S02N(R^), N(R^)S02, C(R\0, C(R7)2S andN(R^)C(RV wherein R^ is 
hydrogen or (l-8C)alkyl, and is aryl, aryl-(l-6C)aIkyl, (3-7C)cycloalkyl, (3-7C)cycloalkyl- 

25 (l-6C)alkyl, (3-7C)cycloalkenyl, (3-7C)cycloalkenyl-(l-6C)alkyl, heteroaryl, heteroaryl- 
(l-6C)alkyl, heterocyclyl or heterocyclyl-(l-6C)allcyl, 

and wherein any aryl, heteroaryl or heterocyclyl group within a R^ substituent 
optionally bears 1, 2 or 3 substituents, which may be the same or different, selected from 
halogeno, trifluoromethyl, cyano, nitro, hydroxy, amino, carboxy, carbamoyl, (l-8C)alkyl, 

30 (2-8C)alkenyl, (2-8C)alkynyl, (l-6C)alkoxy, (2-6C)alkenyloxy, (2-6C)alkynyIoxy, 
(l-6C)alkylthio, (l-6C)alkylsulphinyl, (l-6C)alkylsulphonyl, (l-6C)alkylamino, 
di-[(l-6C)alkyl]amino, (l-6C)alkoxycarbonyl, N-(l-6C)alkylcarbamoyl, 
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N^-di-[(l-6C)alkyl]carbamoyl, (2-6C)alkanoyl. (2-6C)aI]canoyloxy, (2-6C)alkanoylamino, 
£J-(l-6C)alkyK2-6C)alkanoylainino,N-(l-6C)alkylsulphamoyl, 
IiH-<ii-[(l-6C)al]cyl]sulphamoyl, (l-6C)al]canesulphonylainino, N-(l-6C)alkyl- 
(l-6C)aIkanesulphonylainmo and (l-SQalkylenedioxy, or from a group of the formula : 

-X*-R'' 

wherean X* is a direct bond or is selected from O and N(R'), wherein is hydrogen or 
(l-80alkyl, and is halogenoT(l-6C)alkyl, hydroxy-(l-6C)aIkyl, (l-6C)alkoxy-(l-6C)alkyl, 
cyano-(l-6C)alkyl, amino-(l-6C)aIkyl, (l-6C)alkylamino-(l-6C)al]cyl, di-[(l-6C)alkyl]amino- 
(l-6C)alkyl, (2-6C)alkanoylamino-(l-6C)alkyl or (l-6C)alkoxycaibonylamino-(l-6C)alkyI, 
or from a group of the f onnula : 

wherein is a direct bond or is selected ftom O. NCR^**) and CO, wherein R'° is hydrogen or 
(l-8C)alkyl, and Q* is aryl, aryl-(l-6C)alkyl, heteroaryl, heteroaryl-(l-6C)alkyl, heterocyclyl 
QT heterpcyclyl-(l-^C)aIkyl which optionally bears t or 2 substitueiits, which may be the same 
or different, selected ftom halogeno, (l-8C)alkyl. (2-8C)alkenyl. (2-8C)aIkynyl and 
(l-6C)alkoxy, 

and wherein any heterocyclyl group within aR* substituent optionally bears 1 or 2 oxo 
or thioxo substituents; 

n is 0, 1, 2 or 3; and 

each group, which may be the same or different, is selected from halogeno, 
trifluoromethyl, cyano, nitro, hydroxy, amino, carboxy, carbamoyl, (l-8C)alkyl, 
(2-8C)alkenyl, (2-8C)alkynyl, (l-6C)alkoxy, (2-6C)alkenyloxy, (2-6C)alkynyloxy, 
(l-6C)alkylthio, (l-6C)alkylsulphinyl, (l-6C)alkylsulphonyl, (l-6C)alkylamino, 
di-[(l-6C)alkyl]amino, (l-6C)alkoxycarbonyl, N-(l-6C)alkylcarbamoyl, 
N,N-di-[(l-6C)alkyl]carbamoyl, (2-6C)aIkanoyl, (2-6C)alkanoyloxy, (2-6C)al]canoylamino, 
N-(l-6C)alkyI-(2-6C)alkanoylamino, (3-6C)alkenoylamino, N-(l-6C)alkyl- 
(3-6C)alkenoylamino, (3-6C)alkynoyIamino, N-(l-6C)alkyl-(3-6C)alkynoylamino, 
N-(l-6C)alkylsulphamoyl, H^-di-[(l--6C)alkyl]sulphamoyl, (l-6C)alkanesulphonylamino and 
N-(l-6C)alkyl-(l-6C)alkanesulphonylamino, or from a group of the formula : 

-X^-R" 

wherein X* is a direct bond or is selected from O and N(R"). wherein R*^ is hydrogen or 
(l-8C)alkyl. andR" is halogeno-(l-6C)al]cyl. hydroxy-(l-6C)alkyl, (l-6C)alkoxy-(l-6C)alkyl, 
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cyano-(l-6C)alkyl, amino-(l-6C)alkyl, (l-6C)alkylamino-(l-6C)alkyl or 
di-[(lr6C)allcyl]amino-(l-6C)alkyl, or from a group of the fonnula : 

wherein is a direct bond or is selected from O, S, SO, SO2, N(R"), CO, CH(OR^^), 
5 CON(R^^), N(R^^)CO, S02N(R»^ N(R^^)S02. C(R^^O. C(R^^)2S and N(R^^)C(R")2, 
wherein R*^ is hydrogen or (l-8C)alkyI, and is aryl, aryl-(l-6C)alkyl. heteroaryl, 
heteroaiyl-(l-6C)alkyl, heterocyclyl or heterocyclyl-(l-6C)alkyl which optionally bears 1 or 2 
substituents, which may be the same or different, selected from halogeno, (l-8C)alkyl, 
(2-8C)alkenyl, (2-8C)alkynyl and (l-6C)alkoxy, and any heterocyclyl group within 
10 optionally bears 1 or 2 0x0 or thioxo substituents; 
or a pharmaceutically-acceptable salt thereof. 

2. A quinazoline derivative of the Fonnula I, or a phaimaceutically-acceptable salt 
thereof, according to claim 1 wherein Z is NH 

15 

3. A quinazoline derivative of the Formula I, or a pharmaceutically-acceptable salt 
thereof, according to claim 1 wherein 

m is 1 and the group is located at Ae 5-, 6- or 7-position or m is 2 and the 

groups, which may be the same or different, are located at the 5- and 7-positions or at the 6- 

20 and 7-positions and each R^ is selected from hydroxy, amino, methyl, ethyl, propyl, butyl, 
vinyl, ethynyl, methoxy, ethoxy, propoxy, isopropoxy, butoxy, pentyloxy, but-3-enyloxy, 
pent-4-enyloxy, hex-5-enyloxy, but-3-ynyloxy, pent^ynyloxy, hex-5-ynyloxy, methylamino, 
ethylamino, dimethylamino, diethylamino, acetamido, propionamido, cyclopentyloxy, 
cyclohexyloxy, phenoxy, benzyloxy, tetrahydrofuran-3-yloxy, tetrahydropyran-3-yloxy, 

25 tetrahydropyran-4-yloxy, cyclopropylmethoxy, 2-imida2ol-l-ylethoxy, 

3-imidazol-l-ylpropoxy, 2-(l,2,3-triazol-l-yl)ethoxy, 3-(l,2,3-triazoH-yl)propoxy, 
2-(l,2,4-triazol-l-yl)ethoxy, 3-(l,2,4.triazol-l-yl)propoxy, pyrid-2-ylmethoxy, 
pyrid-3-ylmethoxy, pyrid-4-yhiiethoxy, 2-pyrid-2-ylethoxy, 2-pyrid-3-ylethoxy, 

2- pyrid-4-ylethoxy, 3-pyrid-2-ylpropoxy, 3-pyrid-3-ylpropoxy, 3-pyrid-4-ylpropoxy, 
30 pyrrolidin-l-yl, moipholino, piperidino, piperazin-l-yl, 2-pyrrolidin-l-ylethoxy, 

3- pyrrolidin- 1-ylpropoxy, 4-pyrroIidin-l -ylbutoxy, pyrrolidin-3-yloxy, 
pyrrolidin-2-ylmethoxy, 2-pyrrolidin-2-ylethoxy, 3-pyrrolidin-2-ylpropoxy, 
2-morpholinoethoxy, 3-morpholinopropoxy. 4-moipholinobutoxy, 2-(l,l-dioxotetrahydro- 
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4H-l,4-thia2in-4-yl)ethoxy, 3-(l,l-dioxotetrahydro-4H-l,4-thia2iii-4-yl)propoxy, 

2- piperidmoethoxy, 3-pipericiinopropoxy, 4-piperidinobutoxy, piperidin-3-yloxy, 
piperidin-4-yloxy, piperidin-3-ylmethoxy, piperidin-4-ylinethoxy, 2-piperidin-3-ylethoxy, 

3- piperidm-3-ylpropoxy, 2-piperidin-4-ylethoxy, 3-piperidin-4-ylpropoxy, 

5 2-homopiperidin-l-ylethoxy, 3-homopiperidin-l-ylpropoxy, 2-(l,2,3,6-tetrahydropyridin- 
l-yl)ethoxy 3-(l,2,3,6-tetrahydropyridin-l-yl)propoxy, 4-(l,2,3,6-tetrahydropyricIm- 

1- yl)butoxy, 2-piperazin-l-ylethoxy, 3-piperazm-l-ylpropoxy, 4-piperazin-l-ylbutoxy, 

2- homopiperazin-l-ylethoxy, 3-hoinopiperazin-l-ylpropoxy, 2-pyiTolidin-l-ylethylamino, 

3- pyirolidin-l-ylpiDpylamino, 4-pyrrolidin-l-ylbutylarnino, pyrrolidiiirS-ylainino, 

10 pyrrolidin-2-ybiiethylamino, 2-pyrrolidin-2-ylefhylamino, 3-pyrrolidin-2-ylpropylainino, 
2-morpholinoethylaimno, 3-morpholinopropylamino, 4-morpholinobutylaiiiino, 
2K14-clioxotetrahydro-4H-l,4-tMazin-4-yl)ethylan^ 3-(l,l-dioxotetrahydro- 
4H-l,4-thiazin-4-yl)propylainino, 2-piperidinoethylammo, 3-piperidinopropylamino, 

4- pipendinobutylaiiiino, piperidin-3-ylaimiio, piperito-4rylainino, 

15 piperidin-3-yhnethylamino, 2-piperidiii-3-ylethylamino, piperidin-4-ylmethylamiiio, 

2- piperidin-4-ylethylaiiiino, 2-hoinopiperidin-l-ylethylamino, 

3- homopiperidin-l-ylpropylaiiiino, 2-piperazin-l-ylethylainino, 3-piperazin-l-ylpropylaimno, 

4- piperazin-l-ylbutylaimno, 2-homopiperazin-l-ylethylainino or 

3- homopiperazin-l-ylpropylaiiiino, 

20 and wherein adjacent carbon atoms in any (2-6C)alkylene chain within a substituent 

are optionally separated by the insertion into the chain of a group selected firom O, NH, 
N(Me), CH=CH and C=C, 

and when is a vinyl or ethynyl group, the R^ substituent optionally bears at the 
terminal CH2= or HCh position a substituent selected, from 

25 N-(2-dimethylaniinoethyl)carbamoyl, N-(3-dimethylaminopropyl)carbamoyl, 

methylaminomethyl, 2-methylaniinoethyl, 3-methylaminopropyl, 4-methylaminobutyl, 
dimethylaminomethyl, 2-dimethylaminoethyl, 3-dimethylaminopropyl and 

4- dimethylaininobutyl, or from a group of the formula : 

30 wherein is a direct bond or is NHCO or N(Me)CO and is imidazolylmethyl, 
2-imidazolylethyl, 3-imidazolylpropyl, pyridylmethyl, 2-pyridylethyI, 3-pyridylpropyl, 
pyirolidin-l-ylmethyl, 2-pyrTolidin-l-ylethyl, 3-pyrrolidin-l-ylpropyl, 4-pyrrolidin-l-ylbutyl, 
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pyrroUdin-2-ylmethyl, 2-pyiTolidin-2-ylethyI, 3-pyiroIidm-2-y]propyl. morpholinomethyl, 
2-morpholinoethyl, 3-morpholinopropyl, 4-moipholmobutyl, piperidinomethyl, 
2-piperidinoethyl, 3-piperidinopropyl, 4-piperidinobutyl, piperidin-3-ylmethyl, 
2-piperidin-3-ylethyI, piperidin-4-ylmethyl, 2-piperidin-4-ylethyl. pipeiazin-l-ylmethyl, 
5 2-pipCTazin-l-ylethyl, 3-piperazin-l-ylpropyl or 4-piperazin-l-ylbutyl, 

and wherein any CH2 or CH3 group within a substituent optionaUy bears on each 
said CH2 or CH3 groiqi one or more fluoro or chloro groups or a substituent selected fiom 
hydroxy, 0x0, amino, methoxy, methylsulphonyl, methylamino, dimethylamino, 
diisopropylamino, M-ethyl-N-methylamino, IJ-isopropyl-IJ-methylamino, £J-methyl- 
10 H-propylamino, acetoxy, acetamido and N-methylacetamido, 

and wherein any phenyl, imidazolyl, triazolyl, pyri(fyl orheterocyclyl group within a 
substituent on optionally bears 1 or 2 substituents, which may be the same or different, 
selected from fluoro, chloro, trifluoromethyl, hydroxy, amino, carbamoyl, methyl, ethyl, 
methoxy, ethoxy, rj-methylcarbamoyl, JLN-dimethylcaibamoyl, methylenedioxy, 
15 ethylidendioxy and isopropyHdenedioxy, and a pycrolidin-2-yl, piperidin-3-yl, piperidin-4-yl, 
piperazin-l-yl or homopiperazin-l-yl group within a R' substituent is optionally N-substituted 
with allyl, 2-propynyl, methylsulphonyl, ethylsulphonyl, acetyl, propionyl, isobutyryl. 

2- fluoroethyl, 2,2-difluoroethyl, 2,2,2-trifluoioethyl, 3-fluoropropyl, 3,3-difluoropropyl, 
3,3,3-trifluoropiopyl, 2-methoxyethyl, 3-methoxypropyl, cyanomethyl, 2-aminoethyl, 

20 3-aminopropyl, 2-methylaminoethyl, 3-methylaminopropyl, 2-dimethylaminoethyl, 

3- dimethylaminopropyl, 2-pyn-olidin-l-ylethyl, 3-pyirolidin-l-ylpropyI, 2-moipholinoethyl, 
3-morpholinopropyl, 2-piperidinoethyl, 3-piperidinopropyl, 2-pipera2in-l-ylethyl or 
3-pipera2in-l-ylpropyl, the last 8 of which substituents each optionally bears 1 or 2 
sbbstituents, which may be the same or different, selected from fluoro, chloro, methyl and 

25 methoxy, 

and wherein any heterocyclyl group within a substituent on R' optionally bears 1 or 2 
0x0 substituents. 



4. A quinazoline derivative of the Formula I, or a pharmaceuticaUy-acceptable salt 
thereof, according to claim 1 wherein m is 1 and the R' group is located at the 5-position 
or m is 2 and the R' groups, which may be the same or different, are located at the 5- and 
7-positions and each R* is selected from hydroxy, amino, methyl, ethyl, methoxy, ethoxy, 
propoxy. isopropoxy, butoxy, methylamino, ethylamino, dimethylamino, diethylamino. 
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acetamido, tetrahydrofurein-3-yloxy, tetrahydropyran-4-yloxy, 2-pyrrolidin-l-ylethoxy, 

3- pyrroliciin-l-ylpropoxy, 4-pyirolidin-l-ylbutoxy, pyrrolidin-3-yloxy, 
pym)lidin-2-ylmethoxy, 2-pyirolidin-2-ylethoxy, 3-pyrrolidin-2-ylpropoxy, 
2-morpholinoethoxy, 3-morpholinopropoxy, 4-morpholinobutoxy, 

2-(l 4^oxotetrahydro-4H-l ,4-thiazin-4-yl)ethoxy, 3-(l 4-ciioxotetrahydn)-4H-l ,4-thiazin- 

4- yl)piopoxy, 2-piperidinoethoxy, 3-piperidinopropoxy, 4-piperidinobutoxy, 3-piperidinyloxy, 
4-piperidinyloxy, piperidin-3-ylmethoxy, piperidin-4-ylmethoxy, 2-piperidin-3-ylethoxy, 
2-piperidin-4-ylethoxy, 2-homopiperidiii-l-ylethoxy, 3-homopiperidin-l-ylpropoxy, 
3^(l,2,3,6-tetrahydiopyridin-l-yl)propoxy, 2-piperazin-l-ylethoxy, S-piperazin-l-ylpropoxy, 
2-hoinopiperazm-l-ylethoxy, 3-hoinopiperazin-l-ylpropoxy, cyclobutyloxy, cyclopentyloxy 
and cyclohexyloxy, 

and wherein adjacent carbon atoms in any (2-6C)alkylene chain within a substituent 
are optionally separated by the insertion into the chain of a group selected from O, NH, 
CH=CH.and,CsC, 

and wherein any CH2 or CH3 group within a substituent optionally bears on each 
said CH2 or CH3 group one or more chloro groups or a substituent selected from hydroxy, 0x0, 
amino, methoxy, methylsulphonyl, metiiylamino, dimethylamino, diisopropylamino, 
N-ethyl-N-methylamino, N-isopropyl-N-metiiylamino and acetoxy, 

and wherein any heterocyclyl group within a substituent on R* optionally bears 1 or 2 
substituents, which may be the same or different, selected from fluoro, chloro, trifluoromethyl, 
hydroxy, amino, methyl, ethyl, methoxy, methylenedioxy, ethylidendioxy and 
isopropylidenedioxy, and a pyrrohdin-2-yl, pyrrolidin-3-yl, piperidin-3-yl, piperidin-4-yl, 
piperazin-l-yl or homopiperazin-l-yl group within a substituent is optionally N-substituted 
with methyl, ethyl, propyl, allyl, 2-propynyl, methylsulphonyl, acetyl, propionyl, isobutyryl, 
2-fluoroethyl, 2,2-difluoroethyl, 2,2,2-trifluoroethyl or cyanomediyl, 

and wherein any heterocyclyl group within a substituent on R^ optionally bears 1 or 2 
0x0 substituents. 

5. A quinazoUne derivative of the Formula I, or a pharmaceutically-acceptable salt 
thereof, according to claim 1 wherein m is 2 and the R^ groups, which may be the same or 
different, are located at the 5- and 7-positions and the R' group at the 5~position is selected 
from methoxy, ethoxy, propoxy, isopropoxy, butoxy, tetrahydrofuran-3-yloxy, 
tetrahydropyran-4-yloxy, pyrrolidin-3-yloxy, pyrroUdin-2-ylmethoxy, 3-piperidinyloxy, 



wo 2004/041829 



-108- 



PCT/GB2003/004703 



4-piperidinyloxy, piperidin-3-ylinethoxy, piperidin-4-ylinethoxy. cyclobutyloxy, 
cyclopentyloxy and cyclohexyloxy, and the group at the 7-position is selected from 
hydroxy, methoxy. ethoxy, propoxy, isopiopoxy, butoxy, 2-pyirolidin-l-ylethoxy, 

3- pyirolidin-l-ylpropoxy, 4-pyrrolidin-l.ylbutoxy, 2-pyrrolidin-2-ylethoxy, 

5 3-pyrrolidin-2-ylpropoxy, 2-morpholinoethoxy, 3-morpholinopropoxy, 4-moipholinobutoxy, 
2-(14-dioxotetrahydro-4H-l,4-tMazin-4-yl)ethoxy.3-(ia-d^^ 

4- yl)piopoxy, 2-piperidinoethoxy, 3-piperidmopropoxy, 4-piperidinobutoxy, 

2- piperidin-3-ylethoxy, 2-piperidin-4-ylethoxy, 2-homopiperidin-l-ylethoxy, 

3- homopiperidin.l-ylpropoxy, 3.(l,2,3,6-tetrahydropyridin.l-yl)piopoxy, 

10 2-piperazin-l-ylethoxy, 3-pipBrazin-l-ylpropoxy, 2-homopiperazm-l-ylethoxy and 
3-homopiperazin-l-ylpropoxy, 

and whermi any CH2 or CH3 group within a substituent optionally bears on each 
said CH2 or CH3 group one or more chloro groups or a substituent selected from hydroxy, 0x0, 
amino, methoxy, methylsulphonyl, methylamino, dimethylamino, diisopropylamino, 
15 N-ethyl-N-methylamino, H"isopropyl-N-methylamino and acetoxy, 

and wherein any heterocyclyl group within a substituent on optionally bears 1 or 2 
substituents, which may be the same or different, selected from fluoro, chloro, trifluoromethyl, 
hydroxy, amino, methyl, ethyl, methoxy, methylenedioxy, ethylidendioxy and 
isopropylidenedioxy, and a pyrrolidin-2-yl, pyrrolidin-3-yI, piperidin-3-yl, piperidin-4-yl, 
20 piperazin-l-yl or homopiperazin-l-yl group within a R^ substituent is optionally N-substituted 
with methyl, ethyl, propyl, aUyl, 2-propynyI, methylsulphonyl, acetyl, propionyl, isobutyryl, 
2-fluoroethyl, 2,2-.difluoroethyl, 2,2,2-trifluoroethyl or cyanojnethyl, 

and wherein any heterocyclyl group within a substituent on R^ optionally bears 1 or 2 
0x0 substituents. 

25 

6. A quinazoline derivative of the Formula I, or a pharmaceutically-acceptable salt 
thereof, according to claim 1 wherein n is 1 and the R^ group is located at the 5-position of the 
2,3-methylenedioxypyridin-4-yl group and is selected from fluoro, chloro, bromo, 
trifluoromethyl, cyano, hydroxy, methyl, ethyl, methoxy and ethoxy. 

iO 

7. A quinazoline derivative of the Formula I according to claim 1 wherein :- 
ZisOorNH; 
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m is 1 and the group is located at the 5-, 6- or 7-position or m is 2 and the 
groups, which may be the same or different, are located at the 5- and 7-positions or at the 6- 
and 7-positions and each R^ is selected from hydroxy, amino, methyl, ethyl, propyl, butyl, 
vinyl, ethynyl, methoxy, ethoxy, propoxy, isopropoxy, butoxy, pentyloxy, but-3-enyloxy, 
pent-4-enyloxy, hex-5-enyIoxy. but-3-ynyloxy, pent-4-ynyloxy, hex-5-ynyloxy, methylamino, 
ethylamino, dimethylamino, diethylamino, acetamido, propionamido, cyclopentyloxy, 
cyclohexyloxy, phenoxy, benzyloxy, tetrahydiofuran-3-yloxy, tetrahydropyran-3-yloxy, 
tetrahydropyran-4-yloxy, cyclopropyhnethoxy, 2-imidazoH-ylethoxy, 
3-imidazol-l-ylpropoxy, 2-(l,2,3-triazoH-yl)ethoxy, 3-(l,2,3-tria2oH-yl)propoxy, 
2-(i,2,4-triazol-l-yl)ethoxy, 3-(l,2,4-triazoH-yl)propoxy, pyrid-2-yhnethoxy, 
pyrid-3-ylmethoxy, pyrid-4-ylmethoxy, 2-pyrid-2-ylethoxy, 2-pyiid-3-ylethoxy, 
2-pyrid-4-ylethoxy, 3-pyrid-2-ylpropoxy, 3-pyrid-3-ylpropoxy, 3-pyrid-4-ylpix>poxy, 
pyrrolidin-l-yl, morpholino, piperidino, piperazin-l-yl, 2-pyrrolidin-l-ylethoxy, 
3.-pyrrpUdin-l-ylpiopoxy, 4-pyirpUdin-l-ylbutoxy, pyn:oUdin-3-^^ 
pyiTolidin-2-ylmethoxy, 2-pyrrolidin-2-ylethoxy, 3-pyrrolidin-2-ylpropoxy, 
2-morpholinoethoxy, 3-morpholinopropoxy, 4-mQrpholinobutoxy, 2-(l,l-dioxotetrahydro- 
4H-1 ,4-thia2in-4-yl)ethoxy, 3-(l ,l-dioxotetrahydro-4H-l,4-thiazin-4-yl)propoxy, 

2- piperidinoethoxy, 3-piperidinopropoxy, 4-piperidinobutoxy, piperidin-3-yloxy, 
piperidin-4-yloxy, piperidin-3-ylmethoxy, piperidin-4-ylmethoxy, 2-piperidin-3-ylethoxy, 

3- piperidin-3-ylpropoxy, 2-piperidin-4-ylethoxy, 3-piperidin-4-ylpropoxy, 
2-homopiperidin-l-ylethoxy, 3-homopiperidin-l-ylpropoxy, 2-( 1,2,3 ,6-tetrahydropyridin- 
l-yl)ethoxy 3-(l,2,3,6-tetrahydropyridin-l-yl)propoxy, 4-'(l,2,3,6-tetrahydropyridin- 

1- yl)butoxy, 2-piperazin-l-ylethoxy, 3-pipera2in-l-ylpropoxy, 4-piperazin-l-ylbutoxy, 

2- homopiperazin-l-ylethoxy, 3-homopiperazin-l-ylpropoxy, 2-pyrTolidin- 1-ylethylamino, 

3- pyrrolidin-l-yIpropylamino, 4-pyrrolidin-l-ylbutylamino, pyrroIidin-3-ylamino, 
pyrrolidin-2-ylmethylamino, 2-pyrrolidin-2-ylethylaniino, 3-pyrrolidin-2-ylpropylamino, 
2-morpholinoethylamino, 3-morpholinopropylaniino, 4-morpholinobutylaniino, 
2-(l,l-dioxotetrahydro-4H-l,4-thiazin-4-yl)ethylamino, 3-(l,l-dioxotetrahydro- 
4H-l,4-thiazin-4-yl)propylamino, 2-piperidinoethylamino, 3-piperidinopropylamino, 

4- piperidinobutylamino, piperidin-3-ylamino, piperidin-4-ylamino, 
piperidin-3-ylmethylamino, 2-piperidin-3-ylethylamino, piperidin-4-ylmethylamino, 

2- piperidin-4-ylethylamino, 2-homopiperidin-l-ylethylamino, 

3- homopiperidin-l-ylpropylamino, 2-pipera2in-l-ylethylamino, 3-piperazin-l-ylpropylamino, 
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4-piperazin-l-ylbutylainino, 2-homopiperazm-l-yIethylainino or 

3- homopiperazin-l-ylpropylamino, 

and wherein adjacent carbon atoms in any (2-6C)all^lene chain within a substituent 
are optionally separated by the insertion into the chain of a group selected from O, NH, 
5 N(Me),CH=CHandCsC, 

and when is a vinyl or ethynyl group, the R' substituent optionally bears at the 
terminal CH2= or HCs position a substituent selected from 
H-(2-dimethylaniinoethyI)carbamoyl,N-(3-dimethylaminopropyl)carbamoyl, 
methylanoinomethyl, 2-methyIaminoethyl, 3-methylaminopropyl, 4-methylaminobutyl, 
10 dimethylaminomethyl, 2-dimethylaminoethyl, 3-dimethylaminopropyl and 

4- dimethylaminobutyl, or fixjm a group of the formula : 

wherein is a direct bond or is NHCO or N(Me)CO and is imidazolylmethyl, 
2-imidazolylethyl, 3-imidazolylpropyl, pyridylmethyl, 2-pyridyIethyl, 3-pyridylpropyl, 
15 pyrrolidin-l-ylmethyl, 2-pyrrolidin-l-ylethyl, 3-pyrrolidin-l-ylpropyl, 4-pyrrolidin-l-ylbutyl, 
pyrrolidin-2-ylmethyl, 2-pyrrolidin-2-ylethyl, 3"pyrroIidin-2-ylpropyl, moipholinomethyl, 
2-morpholinoethyl, 3-morpholinopropyl, 4-morpholinobutyl, piperidinomethyl, 
2-piperidinoethyl, 3-piperidinopropyl, 4-piperidinobutyl, piperidin-3-ylmethyl, 
2-piperidin-3-yIethyl, piperidin-4-ylmethyl, 2-piperidin-4-ylethyl, piperazin-l-ylmethyl, 
20 2-piperazin-l-ylethyl, 3-piperazin-l-yIpropyl or 4-pipera2in-l-ylbutyI, 

and wherein any CH2 or CH3 group within a substituent optionally bears on each 
said GH2 or CH3 group one or more fluoro or chloro groups or a substituent selected fiom 
hydroxy, 0x0, amino, methoxy, methylsulphonyl, methylamino, dimethylamino, 
diisopropylamino, N-ethyl-N-methylamino, N-isopropyl-N-methylamino, N-methyl- 
25 N-propylamino, acetoxy, acetamido and N-methylacetamido, 

and wherein any phenyl, imidazolyl, triazolyl, pyridyl or heterocyclyl group within a 
substituent on R^ optionally bears 1 or 2 substituents, which may be the same or different, 
selected from fluoro, chloro, trifluoromethyl, hydroxy, amino, carbamoyl, methyl, ethyl, 
methoxy, ethoxy, N-methylcarbamoyl, N,N-dimethylcarbamoyl, methylenedioxy, 
30 ethylidendioxy and isopropylidenedioxy, and a pyrrolidin-2-yl, piperidin-3-yl, piperidin-4-yl, 
piperazin-l-yl or homopiperazin-l-yl group within a R^ substituent is optionally N-substituted 
with allyl, 2-propynyl, methylsulphonyl, ethylsulphonyl, acetyl, propionyl, isobutyiyl. 
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2- fIuoroethyl, 2,2-difluoroethyl, 2,2,2-tiifluoroethyl, 3-fluoropropyl, 3,3-difluoropropyl, 
3,3,3-trifluoropropyl, 2-inethoxyethyl, 3-methoxypropyl, cyanomethyl, 2-aminoethyl, 

3- aminopropyl, 2-methylaininoethyl, 3-inethylaminopropyl, 2-dimethyIaminoethyl, 
3-<3iinethylairdnopropyl, 2-pyrrolidin-l-ylethyl, S-pytrolidin-l-ylpropyl, 2-inoipholiiioethyl, 

5 3-morpholinopropyl, 2-piperidinoethyl, 3-piperidinopropyl, 2-piperazin-l-yIethyI or 
3-piperazin-l-ylpropyl, the last 8 of which substituents each optionally bears 1 or 2 
substituents, which may be the same or different, selected firom fluoro, chloro, methyl and 
methoxy, 

and wherein any heterocyclyl group within a substituent on optionally bears 1 or 2 
10 oxo substituents; 

n is 0 or n is 1 and the group is located at the 5- or 6-position of the 
2,3-methylenedioxypyridin-+-yl group and is selected firam fluoro, chloro, bromo, 
trifluoromethyl, cyano, hydroxy, naethyl, ethyl, methoxy and ethoxy; 
or a pharniiaceuticaUy-acceptable add-addition salt ther^ 

15 

8. A quinazoline derivative of the Formula I according to claim 1 wherein > 
ZisNH; 

m is 2 and the first R^ group is a 6-methoxy group and the second R^ group is located 
at the 7-position and is selected from 2-pyrrolidin-l-ylethoxy, 3-pyn'olidin-l-ylpropoxy, 
20 2-[(3RS,4SR)-3,4-methylenedioxypyrrolidin-l-yl]ethoxy, 

3-[(3RS,4SR)-3,4-methylenedioxypyiTolidin-l-yl]propoxy, 2-morpholinoethoxy, 
3-morpholinopropoxy, 2-(l,l-dioxotetrahydro-4H-l,4-thiazin-4-yl)ethoxy, 
3-(l,l-dioxotetrahydro-4H-l,4-thiazin-4-yl)propoxy, 2-piperidinoethoxy, 

3- piperidinopropoxy, 2-piperidin-3-ylethoxy, 2-(N-methylpiperidin-3-yl)ethoxy, 

25 3-piperidin-3-ylpropoxy, 3~(N-methylpiperidin-3-yl)propoxy, 2-piperidin-4-ylethoxy, 
2-(N-methyIpiperidin-4-yl)ethoxy, 3-piperidin-4-ylpropoxy, 3-Q^-methylpiperidin- 

4- yl)propoxy, 2-( 1 ,2,3 ,6-tetrahydropyridin- 1 -yl)ethoxy, 3-(l ,2,3 ,6-tetrahydropyridin- 

1 -yl)propoxy, 2-(4-hydroxypiperidin- 1 -yl)ethoxy, 3-(4-hydroxypiperidin- l-yl)propoxy, 
2-piperazin-l-ylethoxy, 3-piperazin-l-ylpropoxy, 4-piperazin-l-ylbutoxy, 
30 2-(4-methylpiperazin-l-yl)ethoxy, 3-(4-methyIpiperazin-l-yI)propoxy, 4-(4-methylpiperazin- 

1- yl)butoxy, 2-(4-allylpipera2in-l-yl)ethoxy, 3-(4-allylpipera2in-l-yl)propoxy, 

2- (4-prop-2-ynylpiperazin-l-yl)ethoxy, 3-(4-prop-2-ynylpiperazin-l-yl)propoxy, 
2-(4-methylsulphonyIpipera2in-l-yl)ethoxy, 3-(4-methylsulphonylpiperazin-l-yl)propoxy, 
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2- (4-acetyIpiperazm-l-yl)ethoxy,3-(4-acetylpiperazin-l-yl)propoxy.4-(4^ 

1- yl)butoxy.2<44sobutyrylpiperazm-l-yl)ethoxy,3-(4-isobutyiylpipera2in-l-yl^ 
4-(4-isobutyiylpiperazin-l-yl)butoxy,2-[4-(2-fluoroethyl)pipeiazin-l-yl]e&^^ 

3- [4-(2-fluorc)ethyl)pipera2m-l-yl]propoxy,2-[4-(2A2-trifluoroethyl)pipe^ 

5 3-[4-(2,2,2-trifluoioethyl)pipera2in-l-yl]piopoxy, 2-(4-cyanoinethylpipera2m-l-yl)ethoxy, 
3-(4-cyaiiomethylpipera2an-l-yl)propoxy,2-[2-(4-methylpiperazm-l^^^^^ 

2- chloroethoxy, 3-chIoropropoxy, 4-chIorobutoxy, 2-methylsulphonylethoxy, 

3- methyIsulphonylpiopoxy, 2-(2-inethoxyethoxy)ethoxy, 2-(4-pyridyloxy)ethoxy, 
3-pyridyliiiethoxy and 2-cyanopyrid-4-ylmethoxy; and 

10 n is 0 or n is 1 and the group is located at the 5- or 6-position of the 

2,3-meftylenedioxypyridin-4-yl group and is selected ftom fluoro. chloro. bromo, 
trifluoFOmethyl and cyano; 

or a pharmaceutically-acceptable acid-addition salt thereof. 

15 9. A quinazoline derivative of the Formula I according to claim 1 wherein :- 
ZisNH; 

m is 2 and the B} groups, which may be the same or different, are located at the 5- and 
7-positions and the R' group at die 5-position is selected from methoxy, ethoxy, propoxy, 
isopropoxy. butoxy, tetrahydrofuran-3-yloxy, tetrahydropyran-4-yloxy, pyiTOlidin-3-yloxy, 
20 pyrroKdin-2-yhnethoxy. 3-piperidinyloxy, 4-piperidinyloxy, piperidin-3-yhnethoxy, 

piperidin-4-yhnethoxy, cyclobutyloxy, cyclopentyloxy and cyclohexyloxy, and the R' group at 
the 7-position is selected from hydroxy, medioxy, ethoxy, propoxy, isopropoxy. butoxy. 
2-pyrroUdin-l-yIethoxy, 3-pyrroKdin-l-ylpropoxy, 4-pyrToHdin-l-ylbutoxy, 

2- pyrrolidin-2-ylethoxy, 3-pyrroIidin-2-ylpropoxy, 2-morpholinoethoxy, 

25 3-morpholinopropoxy, 4-morphoIinobutoxy, 2-(l,l-dioxotetrahydro-4H-l,4-thiazin- 
4-yl)ethoxy,3-(I,l-dioxotetrahydro^H-l,4-thiazin-4-yI)propoxy,2-piperidinoethoxy. 

3- piperidinopropoxy, 4-piperidinobutoxy, 2-piperidin-3-ylethoxy. 2-piperidin-4-ylethoxy, 

2-homopiperidin-l-ylethoxy.3-homopiperidin-l-yIpropoxy,3-(1.2.3.6-tetrahydropyridin- 
l-yl)propoxy. 2-piperazin-l-ylethoxy, 3-piperazin-l-yIpropoxy. 2-homopipera2in-l-ylethoxy 
30 and 3-homopiperazin-l-ylpropoxy, 

and wherein any CHj or CH3 group within a R' substituent optionaUy bears on each 
said CH2 or CH3 group one or more chloro groups or a substituent selected from hydroxy. 0x0. 
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amino, methoxy, methylsulphonyl, methylamino, dimethylamino, diisopropylamino, 
N-ethyl-N-methylamino, N-isopropyl-H-iiiethylarDino and acetoxy, 

and wherein any heterocyclyl group within a substituent on optionally bears 1 or 2 
substituents, which may be the same or different, selected from fluoro, chloro, trifluoromethyl, 
hydroxy, amino, methyl, ethyl, methoxy, methylenedioxy, ethylidendioxy and 
isopropylidenedioxy, and a pyrrolidin-2-yl, pyrrolidin-3-yl, piperidin-S-yl, piperidin-4-yl, 
piperazin-l-yl or homopiperazin-l-yl group within a substituent is optionally N-substituted 
with methyl, ethyl, propyl, allyl, 2-propynyl, methylsulphonyl, acetyl, propionyl, isobutyryl, 

2- fluoroethyI, 2,2-difluoroethyl, 2,2,2-trifluoroethyl or cyanomethyl, 

and wherein any heterocyclyl group within a substituent on R^ optionally bears 1 or 2 
oxo substituents; 

n is 0 or n is 1 and the R^ group is located at the 5- or 6-position of the 
2,3-methylenedioxypyridin-4-yl group and is selected from fluoro, chloro, bromo, 
trifluoromethyl, cyanp, hydroxy, me^ 
or a pharmaceutically-acceptable acid-addition salt thereof. 

10. A quinazoline derivative of the Formula I according to claim 1 wherein :- 
Zis NH; 

m is 1 and the R^ group is located at the 5-position and is selected from propoxy, 
isopropoxy, tetrahydrofuran-3-yloxy, tetrahydropyran-4-yloxy, pyrrolidin-3-yloxy, 
N-methylpyrroKdin-S-yloxy, pyrrolidin-2-ylmethoxy, 3-piperidinyloxy, N-methylpiperidin- 

3- yloxy, 4-piperidinyloxy, N-methylpiperidin-4-yloxy, N-allylpiperidin-4-yloxy, 
N-prop-2-ynylpiperidin-4-yloxy, N-acetylpiperidin-4-yloxy, N-methylsulphonylpiperidin- 

4- yloxy, piperidin-3-yhnethoxy. N-methylpiperidin-3-ylmethoxy, piperidin-4-ylmethoxy, 
N-methylpiperidin-4-ylmethoxy, cyclobutyloxy, cyclopentyloxy and cyclohexyloxy, 

or m is 2 and the first R^ group is located at the 5-position and is selected from the 
group of substituents listed immediately above and the second R^ group is located at the 
7-position and is selected from 2-pyTrolidin-l-yIethoxy, 3-pyrrolidin-l-ylpropoxy, 

2- [(3RS,4SR)-3,4-methylenedioxypyrrolidin-l-yl]ethoxy, 

3- [(3RS,4SR)-3,4-methylenedioxypyrrolidin-l-yl]propoxy, 2-morpholinoethoxy, 
3-morpholinopropoxy, 2-(l,l-dioxotetrahydro-4H-l,4-thiazin-4-yl)ethoxy, 
3-(l,l-dioxotetrahydro-4H-l,4-thia2in-4-yl)propoxy, 2-piperidinoethoxy, 
3-piperidinopropoxy, 2-piperidin-3-ylethoxy, 2-(N-methylpiperidin-3-yl)ethoxy, 



I 
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3- piperidm-3-ylpiopoxy, 3-Gi-methylpiperidin-3-yl)pix)poxy. 2-plperidm-4-ylethoxy. 
2-(N-methylpiperidin-4-yl)ethoxy, 3-piperidm-4-ylpropoxy. 3-CCi-melhylpiperidm. 

4- yl)propoxy. 2-(l,2.3,6-tetrahydropyridiii-l.yl)ethoxy. 3-(U.3,6-tetrahydropyridm- 

1- yl)propoxy, 2-(4-hydrDxypiperidin-l-yl)ethoxy, 3-(4-hydroxypiperidin.l-yI)propoxy, 
5 2-piperaziii-l-ylethoxy, 3-piperazin-l-ylpropoxy,4-piperazm-l-ylbutoxy, 

2- (4-methylpipera2in-l-yl)ethoxy. 3-(4-inethylpipera2m-l-yl)pn,poxy. 4.(4-inethylpipeia2in- 
l-yI)butoxy. 2-(4-aUylpiperazin-l-yl)ethoxy. 3-(4-allylpiperazin-l-yl)propoxy, 
2K4-prop-2-ynylpiperazin-l-yl)ethoxy,3-(4-prop-2-ynylpipen^ 
2K4-methylsulphonylpipeimin-l-yl)ethoxy.3K4-methylsulphonylpipetazin^ 

10 2<4-acetylpipera2m-l-yl)ethoxy. 3-(4-acetylpipeia2in-l.yl)propoxy, 4-(4-acetylpiperazm- 
l-yI)butoxy. 2-(4-isobutyiylpiperazin-l-yl)ethoxy. 3-(4-isobutyrylpiperazin-l-yl)propoxy, 
4-(4-isobutyrylpipeimin-l-yl)butoxy.2-[4-(2-fluoroethyl)piperazin-l-yl]eA^^ 
3-[4-(2-fluon)ethyI)pipera2dn-l-yI]piopoxy,2-[4-(2,2.2-trifluoroeth 
3-[4-(2,2^-trifluoroethyl)piperazin-l-yl]propoxy.2-(4-cyanomethyIpipe^^^ 
15 3<4-cyanomethyIpipera2in-l-yl)piopoxy,2-[2-(4-methylpiperazin-l-y^^ 

2- cWoroethoxy. 3-chloropropoxy, 4-chlorobutoxy, 2-methylsulphonylethoxy, 

3- niethylsulphonyIpropoxy.2-(2-methoxyethoxy)ethoxy,2-(4-pyridy]oxy)ethoxy. 
3-pyridylmethoxy and 2-cyanopyrid-4-ylmethoxy; 

n is 0 or n is 1 and the group is located at the 5- or 6-position of the 
20 2.3-methylenedioxypyridin-4-yl group and is selected from chloro, bromo. trifluoiomethyl. 
cyano, hydroxy, methyl, ethyl, methoxy and ethoxy; 
or a pharmaceutically-acceptable acid-addition salt thereof. 

11. A quinazoline derivative of the Formula I according to claim 1 wherein :- 
25 Z is NH; 

m is 2 and the first R' group is located at the 5-position and is selected from 
isopropoxy and tetrahydropyran-4-yIoxy, and the second R' group is located at the 7-position 
and is selected from 2-pyrrolidin-l-ylethoxy. 3-pyirolidin-l-ylpropoxy, 

2- [(3RS,4SR)-3,4-methylenedioxypyrrolidin-l-yl]ethoxy, 

30 3-[(3RS.4SR)-3,4-methylenedioxypyrrolidin-l-yl]propoxy. 2-morpholinoethoxy. 

3- morpholinopropoxy. 2-piperidinoethoxy, 3-piperidinopropoxy, 2-pipera2in-l-yIethoxy. 
3-pipera2in-l-ylpropoxy, 2-(4-methylpiperazin-l-yl)ethoxy. 3-(4-methylpipera2in- 
l-yl)propoxy, 2-(4-allylpipera2in-l-yl)ethoxy, 3-(4-a]lylpiperazin-l-yl)propoxy. 
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2-(4-prop-2-ynylpiperazin-l-yl)ethoxy,3K4-prop-2-ynylpiperazin-l-yl)propoxy. 
2-(4-acetylpiperazin-l-yl)ethoxy, 3-(4-acetylpiperazm-l-yl)propoxy, 
2-(4-isobutyrylpiperazin-l-yl)ethoxy. 3-(4-isobutyrylpiperazin-l-yl)propoxy, 

2- [4-(2^hydroxyethyl)pipMa2m-l-yl]ethoxy.3-[4-(2-hy<froxyethyl)piperazin-l-y^^ 

5 2-[4-(2^,2-trifluon)ethyl)pipera2in-l-yl]ethoxy. 3-[4-(2,2,2-trifluoroethyl)pipeiazin-l- 
yljpropoxyi 2-[4-(2-dimethylanimoacetyl)piperazm-l-yllethoxy and 

3- [4-(2-diinediylaminoacetyl)pipeaa2in-l-yl]propoxy; and 

n is 1 and the group is located at the 5-position of the 2,3-methylenedioxypyridin- 

4- yl group and is selected fixjm chloro and bromo; 

10 or a phaimaceutically-acceptable acid-addition salt thereof. 

12. A quinazoline derivative of the Formula I according to claim 1 wherein :- 
ZisNH; 

m is 2 and. the first R' group is located.at . the 5-position and is s 
15 isopropoxy and tetrahydropycan-4-yloxy. and the second R' group is located at the 7-position 
and is selected from 2-pyrroUdin-l-ylethoxy, 3-pynoUdin-l-ylpropoxy, 

2- [(3RS,4SR)-3,4-methylenedioxypyrrolidin-l-yl]ethoxy, 

3- [(3RS,4SR)-3,4-methyIenedioxypyrroIidin-l-yl]propoxy,2-niorpholinoethoxy, 
3-inorphoUnopropoxy, 2-pipeiidmoethoxy. 3-piperidinopropoxy. 2-(4-niethylpiperazin- 

20 l-yl)ethoxy, 3-(4-methylpiperazin-l-yl)propoxy, 2-(4-allylpipera2in-l-yl)ethoxy, 
3-(4-allylpipera2in-l-yl)propoxy.2-(4-prop-2-ynylpipera2in-l-yl)ethoxy, 
3-(4-prop-2-ynylpiperazin-l-yl)propoxy,2-(4-acetylpiperazin-l-yl)ethoxy, 
3-(4-acetylpiperazin-l-yl)propoxy,2-(4-isobutyrylpiperazin-l-yl)edioxy. 
3-(4-isobutyrylpiperazin-l-yl)propoxy,2-[4-(2,2>trifluoro6thyl)piperazin-l-yl]ethoxyand 

25 3-[4-(2.2,2-trifluoroethyl)piperazin-l-yl]propoxy; and 

n is 1 and the R^ group is located at the 5-position of the 2,3-methylenedioxypyridin- 
4.yl group and is selected from chloro and bromo; 
or a pharmaceutically-acceptable acid-addition salt thereof. 

30 13. A quinazoline derivative of the Formula I according to claim 1 wherein :- 
ZisNH; 

m is 2 and the first R' group is located at the 5-position and is selected from 
isopropoxy and tetrahydropyran-4-yloxy, and the second R' group is located at the 7-position 
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and is selected from 2-pym)Udin-l-ylethoxy, 2-[(3RS,4SR>3.4-inethylenedioxypym,Kdm- 

1- yl]ethoxy, 2-morpholinoethoxy, 3-moipholmopiopoxy, 2-piperidmoethoxy, 

2- piperazin-l-yIethoxy,2-(4-methylpiperaziii-l-yl)ethoxy, 
2-(4-prop-2-ynylpiperazm-l-yl)ethoxy,3-(4-prop-2-ynylpipera2an-l-yl)^ 

5 2-(4-acetylpiperazin-l-yl)ethoxy, 2-[4-(2-hydroxyethyl)pipera2m-l-yI]ethoxy and 
2-[4-(2-diniethylaniinoacetyl)pipera2in-l-yl]ethoxy;and 

n is 1 and the group is located at the 5-position of the 2.3-methyIenedioxypyridin- 
4-yl group and is a chloio group; 

or a phannaceutically-acceptable acid-addition salt thereof. 

10 

14. A quinazoline derivative of the Formula I according to claim 1 wherein :- 
- ZisNH; 

m is 2 and the first R' group is a 5-isopropoxy group and the second R' group is 
- located at the 7-position and is selected from 2-[(3RS,4SR)-3,4-methylenedioxypytToUdin-l- 
15 yl]ethoxy, 2-piperazin-l-ylethoxy, 2-(4-methylpiperazin-l-yl)ethoxy, 

2-(4-acetylpiperazin-l-yl)ethoxy and 2-[4-(2-hydroxyethyl)piperazin-l-yl]ethoxy; and 

n is 1 and the R^ group is located at the 5-position of the 2,3-methyIenedioxypyridin- 
4-yl group and is a chloro group; 

or a phannaceutically-acceptable acid-addition salt thereof. 

20 

15. A quinazoHne derivative of the Formula I according to claim 1 selected from :- 

4-(5-chloro-2,3-methylenedioxypyrid-4-ylamino>6-methoxy-7-[3-(4-prop-2-ynyIpipera2in-l- 
yl)propoxy]quinazoline, 

4-(5-chloro-2,3-methylenedioxypyrid-4-ylamino)-7-£3-(4-isobutyrylpiperazin-l-yl)propoxy]- 
25 6-methoxyquinazoIine, 

4-(5-chloro-2,3-methyIenedioxypyrid-4-ylamino)-6-methoxy- 

7-{ 3-[4-(2,2,2-trifluoroethyl)piperazin-l-yl]propoxy}quinazoline and 

4-(5-chloro-2.3-methylenedioxypyrid-4-ylamino)-6-methoxy-7-[2-(4-piop-2-ynylpiperazin.l- 
yl)ethoxy]quinazoline; 

30 or a pharmaceutically-acceptable acid-addition salt thereof 
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16. A quinazoline derivative of the Formula I according to claim 1 selected from :- 
7.[2K4-acetylpipera2in-l-yl)ethoxy]-4-(5K;hloro-23-methylen^^ 
5-tetrahydropyran-4-yloxyquiiiazoline, 

4- (5-cWoro-2,3-meAylenedioxypyrid-4-ylainino)-7-{ 2-[(3RS,^ 
5 3,4-methylenedioxypynoKdin.l-yl]ethoxy}-5-teti^ydropy^ 

4^5-cWoio-2,3-methylenedioxypyrid-4-ylaminoH-[2K4^^ 

5- tetrahydropyran-4-yloxyquinazoline, 

4- (5-chloro-23-methylenedioxypyrid-4.ylaimno^7.[^ 

5- tetrahydropyran-4-yloxyqiiinazoliiie, 

10 4-(5.cWoro-23-methylenedioxypyrid-4-ylamino>7K2-mo 

4- yloxyquinazoline and 

4K5-cWoro-23-methylenedioxypyrid-4-ylamino)-7-(3-niorpholino^^ 

5- tetrahydropyran-4-yloxyquinazoline; 

or a phanMceutically-acceptable acid-additipn salt 

15 

17. A quinazoline derivative of the Formula I according to claim 1 selected from :- 
7-[2K4-acetylpiperazin-l-yl)ethoxy]-4-(5-chloro-23-methylenedioxypyrid^^ 

5-isopropoxyquinazoline, 

4-(5-chIoro-2,3-methylenedioxypyrid-4-ylamino>5-isopropoxy-7-(2-piperazin- 

20 1 -ylethoxy)quinazoline, 

4K5-cWon)-23-methylenedioxypyrid-4-ylamino>7-{2-[4-(2-hydioxyeft^^^ 

1 -yl]ethoxy} -5-isopropoxyquinazoline, 

4-(5-chloro-2,3-methylenedioxypyrid-4-ylamino)-5-isopropoxy-7-(2-pyn:olidin- 

l-ylethoxy)quinazoline, 
25 4-(5-chloro-2,3-methylenedioxypyrid-4-ylamino)-5-isopropoxy- 

7-(2-piperidinoethoxy)quinazoline, 

4-(5-chloro-2,3-methylenedioxypyrid-4-ylamino)-5-isopropoxy- 
7-(2-morpholinoethoxy)quinazoline, 

4-(5-chloro-2,3-methylenedioxypyrid-4-ylamino)-5-'isopropoxy- 

30 7-(3-morpholinopropoxy)quinazoline, 

4.(5-chloro-2,3-methylenedioxypyrid-4-ylan3ino)-5-isopropoxy-7-[2-(4-prop-2-y^^ 

l-yl)ethoxy]quinazoline. 
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4-(5-cWoro-2,3-methylenedioxypyrid-4-ylamino)-5-isopropoxy-7-[2-(4-meth^ 
l-yl)ethoxy]quinazoIine and 

4-(5-chloro-2,3-methylenedioxypyrid-4-ylainiiio)- 

7-{2-[4-(2-diinethyIaminoacetyl)piperazin-l-yl]ethoxy}-5-isopiDpoxyquinazoline; 
5 or a phannaceutically-acceptable acid-addition salt thereof. 

18. A process for the prq)aration of a quinazoline derivative of the Fonnula I, or a 
pharmaceuticaUy-acceptable salt thereof, according to claim 1 which comprises :- 

(a) for die production of those conqwunds of die Fonnula I wherein Z is an O, S or N(R^) 
10 group, the reaction of a quinazoline of the Formula n 

L 




n 

wherein L is a displaceable group and m and have any of die meanings defined in claim 1 
except fliat any functional group is protected if necessary, with a compound of die Formula HI 




15 wherein Z is O, S, or NCR^) and n, and R^ have any of die meanings defined in claim 1 
except that any functional group is protected if necessary, whereafter any protecting group diat 
is present is removed by conventional means; 

(b) for the production of diose compounds of die Formula I wherein at least one R' group 
is a group of the fonnula 
20 Qi.X'- 

wherein Q' is an aryl-(l-6C)alkyl. (3-7C)cycloalkyl-(l-6C)aIkyl, (3-7C)cycloalkenyl- 
(l-6C)aIkyl, heteroaryl-(l-6C)alkyl or heterocyclyl-(l-6C)alkyl group or an optionally 
substituted alkyl group and X' is an oxygen atom, die coupling of a quinazoline of die 
Fonnula V 
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wherein m, R', Z, n and have any of the meanings defined in claim 1 except that any 
functional group is protected if necessary, with an appropriate alcohol wherein any functional 
group is protected if necessary whereafter any protecting group that is present is removed by 
5 convOTtional means; 

(c) for the production of those compounds of the Formula I wherein an R» group contains 
a (l-6C)alkoxy or substituted (l-6C)alkoxy group or a (1.6C)alkylamino or substituted 
(l-6C)alkylamino group, the reaction of a quinazoline derivative of the Formula VI 




10 wherein L is a displaceable group and Z, n and R' have any of the meanings defined in claim 1 
except that any fuiictional group is protected if necessary, with an alcohol or amine as 
appropriate where^ter any protecting group that is present is removed by conventional means; 

(d) for the production of those compounds of the Formula I wherein R' is an 
amino-substituted (l-6C)alkoxy group, the reaction of a compound of the Formula I wherein 

15 is a halogeno-substituted (l-6C)alkoxy group with a nitrogen-containing heterocyclyl 
compound or an appropriate amine; 

(e) for the production of those compounds of the Formula I wherein R* is an 
amino-hydroxy-disubstituted (l-6C)alkoxy group, the reaction of a compound of the 
Formula I wherein the R' group contains an epoxy-subsdtuted (l-6C)aikoxy group with a 

20 heterocyclyl compound or an appropriate amine; 
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(f) for the production of those compounds of the Formula I wherein Z is a SO or SO2 
group, the oxidation of a compound of Foraiula I wherein Z is a S group; or 

(g) for the production of those compounds of the Formula I wheiein an group contains 
an N-acylated heterocyclic group, the acylation of a quinazoline derivative of the Formula I 

5 wherein the group contains a heterocyclic group having an unsubstituted NH group; 
and when a pharmaceutically-acceptable salt of a quinazoline derivative of the 
Formula I is required it may be obtained by reaction of said quinazoline derivative with a 
suitable acid using a conventional procedure. 

10 A^pharmaceutical composition which comprises a quinazoline derivative of the 

Formula I, or a pharmaceutically-acceptable salt thereof, according to claim 1 in association 
with a pharmaceutically-acceptable diluent or carrier. 

20. A quinazoline derivative of the Formula I, or a pharmaceutically-acceptable salt 
15 thereof, according to claim 1 for use in a method of treatment of the human or animal body by 
therapy. 



21. The use of a quinazoline derivative of the Formula I, or a pharmaceutically-acceptable 
salt thereof, according to claim 1 in the manufacture of a medicament for use as an 

20 anti-invasive agent in the containment and/or treatment of solid tumour disease. 

22. A method for producing an anti-invasive effect by the containment and/or treatment of 
solid tumour disease in a warm-blooded animal in need of such treatment which comprises 
administering to said animal an effective amount of a quinazoline derivative of the Formula I, 

25 or a pharmaceutically-acceptable salt thereof, according to claim 1. 



